National Phase PCT/GB01/02553 
accompanying application as follows: 



Please add the Abstract attached on a separate 

sheet . y 

In the Claims , j s s ^ 

^ — -y y / *s y 

Please cancel Claims 17, 18, 28, 29, 31 and 32 
(without p^ejudice^/ enter thp indicate^ amendments to Claims 
2, 4 to 7, 9 to 16, 19 to 25, 27 and 33; and enter new Claims 
34 to 36. Directions for amendment of claims are indicated on 
the copy of the attached hand amended ("marked up" ) original 
M claims, showing in manuscript the amendments that have been 
q made and the origins of the new claims. Clean forms of new 
yJ and rewritten claims are included in the attached "Clean Set 
of Claims" document. 
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Remarks 



This application seeks protection for certain novel 

p compounds that are inhibitors of the serine protease, 

i: Factor Xa, and are useful for the treatment of thrombotic 
p - 
fU disorders. It is the national stage of an international 

application, the claims of which were drafted in accordance 

with international practice. 

Applicants now wish to amend the application to 
bring it into conformity with United States patent practice. 

For the assistance of the Examiner, a copy of the 
original claims is attached, as noted above, showing in 
manuscript the amendments that have been made. 

Claims 17, 18, 28, 29, 31 and 32 have been 
cancelled, without prejudice. 

Claims 2, 4 to 6, 9 to 13, 15 to 16, 19 to 24, 27 
and 33 have been rewritten in single dependent form. 

Claim 2 has been further amended by inserting the 
value "piperidin-4-yl (which may bear a 1-methyl 
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substituent , ) " in the definition of CHR e Rf before "or indan-2- 

yl" . Basis for this amendment may be found in the 
corresponding passage at page 8, lines 22 to 23 of the 
description. 

Claim 7 has been amended by inserting a definition 
for L, based upon page 11, line 16. 

Claim 14 now depends from any one of claims 1 to 13, 
15 to 16 and 19 to 22. Claim 25 now depends from claim 14. 

New claim 34 is based upon Claim 26 and is directed 
to- a single compound, 1- ( Indole-6-carbonyl-D-phenylglycinyl ) - 
4- ( l-methylpiperidin-4-yl ) piperazine and its physiologically 
tolerable salts. New Claim 35 is based upon Claim 27, and is 

G 

q directed to a pharmaceutical composition comprising a compound 

W of new Claim 34. Similarly, new Claim 36 is based upon Claim 
D 

^ 30, and is directed to a method of combating a thrombotic 
disorder using a compound of new Claim 34. 

For the convenience of the Examiner, it is noted 
that the compounds of new Claim 34 correspond with formula (I) 
in Claim 1 in which R2 is indol-6-yl, X-X is CONH, Y is CH and 
has the D-conf iguration, Cy is phenyl and R r is -CHR e Rf in 
which CHR e Rf is piperidin-4-yl that bears a methyl group at 

the 1-position. Currently Claims 1, 2, 7 to 16, 19 to 22, 24 
to 27, 30 and 34 to 36 read on these compounds. Claim 33 reads 
on an intermediate useful in the preparation of these 
compounds . 

Favorable consideration of the application is 

requested . 
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Claims 



1 . 



A serine protease inhibitor compound of formula (I) 



r 

^/X Y ^Lp(D) n 

Rf X L 



5 



(I) 



wherein : 

R2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogen, oxygen or sulphur ring atom, 

0 optionally being substituted in the 3 and/or 4 position (in 
relation to the point of attachment of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl , alkynyl , acylamino, tri or 
dif luoromethoxy , carboxy, acyloxy, MeS0 2 - or R^, or the 

5 substituents at the 3 and 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazido, alkylthio, alkenyl, 
alkynyl or j , and optionally substituted in the position 

0 alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxy, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl , alkoxy or alkylthio 
with the proviso that R 2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O or S atom or a CO, 

5 CR la/ c ( R la)2 or NR la group, at least one X being C, CO, CR la 
or C(R la ) 2 ; 

each R la independently represents hydrogen or hydroxyl, 
alkoxy, alkyl , aminoalkyl , hydroxyalkyl alkoxyalkyl , 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonylamino , 
0 acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 
Rl is as defined for Ri a/ provided that R]_ is not 
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unsubstituted aminoalkyl; 

Y (the a- atom) is a nitrogen atom or a CR^ group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
R 3a or R3iX i; 

each R3 a independently is Ri c , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, tetrazolyl, hydrazido, alkylimidazolyl , thiazolyl, 
alkylthiazolyl , alkyloxazolyl , oxazolyl , alkylsulphonamido, 
alkylaminosulphonyl, aminosulphonyl , haloalkoxy, haloalkyl, a 
group of the formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is 0 or S; 
and R 11 and R 12 are independently selected from hydrogen, 
methyl or ethyl or together with the nitrogen atom to which 
they are attached form a pyrrolidin-l-yl, piperidin-l-yl or 
morpholino group) , or -0CH 2 0- which is bonded to two adjacent 
ring atoms in Cy; 

X± is a bond, O, NH or CH 2 ; 

R31 is phenyl, pyridyl or pyrimidinyl optionally 
substituted by R3 a ; 

R lb' R lc anci R lj are as defined for Ri a ; and 
-L-Lp(D) n is of the formula: 

0 / \ 

N N R r 

\_y 

in which R r is -(CH 2 ) C -R C , -CHR e Rf , -CH 2 -CHR e Rf, 
-CH 2 -CH 2 -CHR e Rf , or R g in which c is 1 or 2; R c is thienyl, 
thiazolyl (which may bear an amino substituent) , isothiazolyl , 
oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, pyridyl (which 
may bear an alkyl sulphonyl , aminosulphonyl, 

alkylaminosulphonyl, alkylaminocarbonyl , amino, amido, (1- 
4C) alkoxycarbonyl , carboxy, acetylamino, chloro, fluoro, 
cyano, (1-3C) alkyl, trif luoromethyl , methoxy, ethoxy, nitro, 
hydroxy, alkyl sulphonylamino, triazolyl or tetrazolyl 
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substituent) , pyrimidinyl , pyridazinyl , pyrazinyl or phenyl 
(which may bear a methyl, methylamino , dimethylamino, carboxy, 
dialkylaminosulphonyl , alkylsulphonyl , aminosulphonyl , 
alkylaminosulphonyl , alkylaminocarbonyl , amino , amido , 
5 alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 
ethoxy, nitro, hydroxy, alkylsulphonylamino, triazolyl or 
tetrazolyl substituent ).; each of R e and Rf independently is 
hydrogen or C 1 ^ 3 alkyl; or CHR e Rf is cyclopentyl (which may 
bear a hydroxy, amino, (1-3C) alkoxy , ( 1-3C) hydroxy alky 1 , (1- 
10 3C)alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 

substituent at the 3- or 4 -position) , cyclohexyl (which may 

M bear a hydroxy, amino, (1-3C) alkoxy , ( 1-3C) hydroxyalkyl , (1- 

P 

p 3C)alkyl, carboxy, methoxycarbonyl or ethoxycarbonyl 

y substituent at the 3- or 4-position), tetrahydropyran-4 -yl , 

M15 tetrahydrothiopyran-4-yl , pyrrolidin- 3 -yl (which may bear a 

hydroxy, amino, ( 1-3C) alkoxy , (1-3C) hydroxyalkyl , (l-3C)alkyl, 
* carboxy, methoxycarbonyl or ethoxycarbonyl substituent at the 
FU 1-position) , piperidin-4-yl (which may bear a hydroxy, amino, 
H (l-3C)alkoxy, (1-3C) hydroxyalkyl , (l-3C)alkyl, carboxy, 
p2 0 methoxycarbonyl or ethoxycarbonyl substituent at the 1- 

position), or indan-2-yl; and R g is 2 -methyl sulphonylphenyl 

which may bear a 4-fluoro substituent or R g is ^-1,1- 

dioxobenzo [b] thiophen-7-yl ; 

or a physiologically- tolerable salt thereof; 
25 provided that Lp(D)n is not of the formula (K) : 




(K) 



wherein X2 is fluoro or hydrogen. 

2 . A serine protea s e inhibitor compound of formula — ^5-)- 
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wherein/ 



Us. 



D 

W 

S3 

B 

ru 



fc 2 is a 5 or 6 m em ber e d aromatic carbon ring optionally^ 
interrupted by a nitrogen, oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position /xn 
relation to the point of attachment of X-X) by halo, i>itro, 
thiol, haloalkoxy, hydrazido, alkylhydrazido, amino/cyano, 
haloalkyl, alkylthio, alkenyl, alkynyl, acylaminoX tri or 
dif luoromethoxy , carboxy, acyloxy, MeS02~ or R^x or the 
substituents at the 3 and 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted Joy halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydrazd/ao, alkylthio, alkenyl, 
alkynyl or j , and optionally substituted in the position 
alpha to the X-X group (i.e. S^pos/tion for a six membered 



4: aromatic ring etc) by aminoir hydroxy, halo, alkyl, carboxy, 
Efj alkoxycarbonyl , cyano, amiao, y^minoalkyl , alkoxy or alkylthio 
with the proviso that Ro" carmot be aminoisoquinolyl ; 
2 0 each X independent ly/4s a C, N, O or S atom or a CO, 

CRi a , C(Ri a )2 or NR£^ g^oup, at least one X being C, CO, CR^ a 
or C(R la ) 2 ; ^ 

each R^ a independently represents hydrogen or hydroxyl, 
alkoxy, alkyl, ajtunoalkyl , hydroxyalkyl alkoxyalkyl , 
25 alkoxycarbonyl^ alkylaminocarbonyl , alkoxycarbonylamino, 

acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 

Ri/is as defined for Ri a , provided that R^ is not 
unsub^tituted aminoalkyl / 
3 0 ¥ — (the ex atom) — io a nitr og en atom or a CR^ft group ; I 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
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R3 a or phenyl optionally substituted by R3 a ; 

each R3 a independently is Ri C / amino, halo, cyano, nitro/ 
thiol, alkylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl , tetrazolyl, hydrazido, alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido , alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy and haloalkyl; 

fa±p — Ri c and Rjj arc arS— d efined for R jgHi anci 
-L~Lp(D) n is of the formula: 

Q 



r 




□ in which R r is -(CH2) C -R C , -CHR e Rf, -CH2 -CHR e Rf , or R Q in 

w . * 3 

□ which c is 1 or 2 ; R c is pyridyl or phenyl (which phenyl may 
^ bear a fluoro, chloro, methyl, CONH 2 , SO2NH2 / 

%j me thy 1 aminosulphonyl , dimethylaminosulphonyl , methoxy or 

s 

qL5 methyl sulphonyl substituent) ; each of R e and Rf independently 
jjjj is hydrogen or C 1 . 3 alkyl; or CHR e Rf is cyclopentyl (which may 

bear a methyl, ethyl or hydroxymethyl substituent at the 3- or- 
y 4-position) , cyclohexyl (which may bear a methyl, ethyl or 

hydroxymethyl, (1-3C) alkyl, carboxy, methoxycarbonyl or 
2 0 ethoxycarbonyl substituent at the 3- or 4 -position) , 

tetrahydropyran-4-yl, tetrahydrothiopyran-4-yl , pyrrolidin-3 - 
yl (which may bear a 1 -methyl substituent) ,^ or indan-2-yl; and ' 
Rg is 2-methylsulphonylphenyl which may bear a 4 -fluoro 
substituent or Rg is .\ 6 -l , 1-dioxobenzo [b] thiophen-7-yl * • 
25 Vor ' a phys^ r o - tog - i - eally tol e rable — s- alt ther e of; 

provided that — Lp(D)n is - not of the formula (K) X 
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(K) 

wherein X2 — is — fluoro or hydrogen: 

5 3. A compound according to claim 1 wherein -L-Lp(D) n is of 
the formula : 




in which R r is -(CH2) C -R C ; in which c is 2; R c is 
thienyl, thiazolyl (which may bear an amino substituent) , 

□lO isothiazolyl , oxazolyl, isoxazolyl, pyrazolyl, imidazolyl, 

p 

lit pyridyl (which may bear an amino, methoxycarbonyl , carboxy, 

p fluoro, cyano, methyl, methyl sulphonyl , aminosulphonyl , 

05" methylaminosulf onyl, dimethylaminosulf onyl , or trif luoromethyl 

substituent), pyrimidinyl , pyridazinyl, pyrazinyl or phenyl 
E?15 (which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
Q methyl sulphonyl , aminosulphonyl , methylaminosulphonyl , 
jf? dimethylaminosulphonyl , methylamino, dimethylamino, carboxy, 
fU methoxycarbonyl or methoxy substituent) . 

2 0 4 -yv A compound according to frny one - u i t: claim^ iL tcA 3 wherein 
Rc is thiazolyl (which may bear an amino substituent) , 
pyrimidinyl, pyrazolyl, imidazolyl, pyridyl (which may bear a 
methyl sulphonyl , aminosulphonyl , methylaminosulf onyl , 
dimethylaminosulf onyl , fluoro, cyano, methyl or 

25 trif luoromethyl substituent) , pyridazinyl, pyrazinyl or phenyl 
(which phenyl may bear a fluoro, chloro, cyano, methyl, amino, 
methylamino, dimethylamino, carboxy, methoxycarbonyl , 
methyl sulphonyl, aminosulphonyl, methylaminosulf onyl , 
dimethylaminosulf onyl , or methoxy substituent) . 

5 . A compound according to any ono of claim^ 1 to 4 wherein 
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Rc is thiazolyl (which may bear an amino substituent ) , 
pyrazolyl, imidazolyl, pyridyl (which may bear a fluoro, 
cyano, methyl or trif luoromethyl substituent) , pyridazinyl or 
pyrazinyl . 

6 . J* A compound according to any one of claimg -± — bcr 5 wherein 
Rc is thiazol-2-yl, 2-aminothiazol-4-yl , pyrazol-l-yl , 
pyrazol-4-yl , pyridazin-3-yl , imidazol-l-yl , imidazol-4-yl , 
pyrazin-2-yl , pyrid-2-yl, pyrid-3-yl, pyrid-4-yl, 3- 
f luoropyrid-4-yl, 2-cyanopyrid-4-yl , 2-methylpyrid-4-yl or 2- 
trif luoromethylpyrid-6-yl . 

(c^^-kUN U U CO 1 

7. .A compound according to claim 1 wherein -Lp(D)n is of the 

r t 

formula : 
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w 




wherein; 

m represents 0 or 1 ; 
X° represents CH or N; and 

when R3 is present as a substituent on an aromatic ring, 
it is selected from hydrogen, alkyl sulphonyl , aminosulphonyl , 
alkylaminosulphonyl , alkylaminocarbonyl , amino , amido , 

alkoxycarbonyl , acetylamino, chloro, fluoro, cyano, methoxy, 

\a ■ 

QjlO ethoxy, nitro, hydroxy, alkyl sulphonylamino, triazolyl and 
"* tetrazolyl ; and 
O when R3 is present as a substituent on a saturated ring, 

rtj 

q it is selected from hydrogen, hydroxy, amino, ( 1-3C) alkoxy , 

'TRW 

HP (l-3C)hydroxyalkyl, (1-3C) alkyl, carboxy, methoxycarbonyl and 
ffj 15 ethoxycarbonyl . 



8. A compound according to claim 7 wherein -Lp(D)n is of the 
formula : 




/ 



N R, 



20 
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N / N L \\ — N N- v 

wherein is hydrogen or (1-6C) alkyl . 

9.^ A compound according to any ono of claims 1 to 0 wherein 
5 R2 is phenyl, thien-2-yl, naphthyl , indol-2-yl, indol-6-yl, 
benzo [b] furan-5-yl , benzo [b] thiophen-2 -yl or benzimidazol-2-yl 
(each of which is optionally substituted as defined in claim 
1) . 

D 

plO 10.^ A compound according to any ono of claims 1 to 9 wherein 

W optional substituents for R2 are selected from: 

Q 

M fluoro, chloro, bromo, iodo, nitro, thiol, dif luoromethoxy , 

Jjj trif luoromethoxy , hydrazido, methylhydrazido , amino, cyano, 

b trif luordmethyl, methyl thio, vinyl, ethynyl , acetylamino, 

O 

pjl5 carboxy, acetoxy, hydroxy, methyl, ethyl, amido (CONH2 ) / 

■O aminomethyl, methoxy and ethoxy. 

nj 

11 Y A com P ound according to tiny one - o - b claim^ 1 to 10} wherein 
R 2 is selected from one of the formula (A 1 ) to (H 1 ) : 

20 
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R 13 




wherein X 4 is O or S, R13 is selected from hydrogen, 
fluoro, [except for (C)] chloro or methyl and R 14 is selected 
from hydrogen, methyl, ethyl, fluoro, chloro, and methoxy and 
5 R 15 is selected from hydrogen, methyl, fluoro, chloro and 
amino . 

12 . j> A compound according to claim£ t frd 11, wherein R 2 is 4- 
chlorophenyl , 4-methoxyphenyl , 3-amino-4-chlorophenyl , indol- 

10 2-yl, 5-chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 
methylindol-6-yl . 

13 . A compound according to any one of claims 1 -tro 12 wherein 
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-X-X- is -CONH-. 

14 A compound according to any one of claims 1 to 13 wherein 
Y is CH. t 

15. ^ A compound according to any one of claim^ 1 < to 14 wherein 
Cy is an optionally R.3 a substituted: phenyl, pyridyl, thienyl, 
thiazolyl, naphthyl, piperidinyl, furanyl, pyrrolyl, 
isoxazolyl, isothiazolyl , pyrazolyl, oxazolyl, imidazolyl , 

10 1,2, 4-thiadiazolyl, 1,3, 4- thiadiazolyl , pyrimidinyl, 

pyridazinyl, quinolyl, isoquinolyl, benzofuryl, benzothienyl 

M 1 or cycloalkyl group, or a phenyl group substituted by R3iX-j_ in 

P 

p which Xi is a bond, 0, NH or CH 2 and R31 is phenyl, pyridyl or 

W pyrimidyl optionally substituted by R3 a . 

16. y\ A compound according to any ono of claim# 1 to 14 
wherein Cy is an optionally R3 a substituted: phenyl, pyridyl, 

D 

fU thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl group. 

O20 17. yv compound according to any one of claimo 1 to 16 whercia 
R3 a is selected from hydrogen, hydroxyl, alkoxy, alkyl 

(optionally substituted by hydroxy, alkylamino, alko^Gys oxo, 
aryl or cycloalkyl) , aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or c^rloalkyl) , 
25 hydroxyalkyl (optionally substituted b^ifydr oxy , alkylamino, 
alkoxy, oxo, aryl or cycloalkyl), ai^oxyalkyl, alkoxycarbonyl , 
alkylaminocarbonyl , alkoxycarbp*l^lamino , alkylamino 

(optionally substituted by^ilydroxy, alkylamino, alkoxy, oxo, 
aryl or cycloalkyl) , ajftf^no, halo, cyano, nitro, thiol, 
30 alkylthio, alkyl s^Cphonyl , alkylsulphenyl , alkyl sulphonamido, 
alkylaminosulptfionyl , aminosulphonyl , haloalkoxy, haloalkyl, a 
group of^rfie formula -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is 0 or S; 
and and R 12 are independently selected from hydrogen, 

methyl or ethyl or tog eth er with t h e nitrogen atom to which j 
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morpholino group) and — QGK^ - — which io bonded to two adjacent - 
ring atom s in Cyq 

5 18 . ^ ft compound according to any one of olaimo 1 to 1G wherejj 

R3 a is selected from hydrogen, hydroxyl , alkoxy, alkyl 

(optionally substituted by hydroxy, alkylamino, a^jedxy, oxo, 

aryl or cycloalkyl) , hydroxyalkyl (optionall^^ubst ituted by 

hydroxy, alkylamino, alkoxy, oxo, aryl^*<cycloalkyl) , 

10 alkoxyalkyl, alkoxycarbonyl , alky^arfunocarbonyl , 

alkoxycarbonylamino, alkylajiirflo (optionally substituted by 

M= hydroxy, alkylamino, aitfoxy, oxo, aryl or cycloalkyl), 
O , — 

p aminoalkyl ( substituted by hydroxy, alkylamino, alkoxy, oxo, 

jjj aryl or cypit^alkyl) , amino, halo, cyano, nitro, thiol, 

M? 15 alky^trilio, alkyl sulphonyl , alkylsulphenyl , alkyl sulphonami do, 

Cj arlJcylaminooulphonyl , aminooulphonyl , haloalkoxy and haloalkyH 

ry 19 . A compound according to any one of claims 1 to 10 wherein 
R 3a 1S selected from hydrogen, hydroxyl, methoxy, ethoxy, 

Q.2 0 methyl , ethyl , methylaminomethyl , dimethylaminomethyl , 
hydroxymethyl , carboxy , methoxymethyl , me thoxycarbonyl , 
ethoxycarbonyl , methylaminocarbonyl , dimethylarnino-carbonyl , 
aminomethyl , CONH 2 , CH 2 CONH 2 , acetylamino , 
me thoxycarbonyl amino, ethoxycarbonylamino , t- 
25 butoxycarbonylamino, amino, fluoro, chloro, bromo, cyano, 
nitro, thiol, methylthio, me thyl sulphonyl , ethyl sulphonyl , 
methylsulphenyl, me thyl sulphonyl ami do, ethylsulphonylamido, 
methylaminosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl , bromo, -OCH 2 0- (which is 
3 0 bonded to two adjacent ring atoms in Cy) and -C (X 3 ) N (R 11 ) R 12 
(wherein X 3 is O or S and R 11 and R 12 are independently 
selected from hydrogen, methyl or ethyl or together with the 
nitrogen atom to which they are attached form a pyrrolidin-1- 
yl, piperidin-l-yl or morpholino group) . 
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20. ^ A compound according to any ono o€. claimg 1 to 16 wherein 
R 3a is selected from hydrogen, hydroxyl , methoxy, ethoxy, 
methyl , ethyl , methylaminomethyl , dimethylaminomethyl , 
5 hydroxymethyl , carboxy, methoxymethyl , methoxycarbonyl , 

ethoxycarbonyl , methylaminocarbonyl , dimethylamino-carbonyl , 
- aminomethyl , CONH2 / CH2CONH2 , acetylamino , 
methoxycarbonyl amino, ethoxycarbonylamino , t- 
butoxycarbonylamino, amino, fluoro, chloro, cyano, nitro, 
10 .thiol, methylthio, methyl sulphonyl , ethyl sulphonyl , 

methyl sulphenyl , methyl sulphonyl ami do, ethyl sulphonylami do, 

H* methyl aminosulphonyl , ethyl aminosulphonyl , aminosulphonyl , 

p 

p trif luoromethoxy and trif luoromethyl . 

L amaaJ^^ 

Q 

J* 15 21. a A compound according to any one of claim^ 1 - bo 14 wherein 

to ' 

*j Cy is selected from: 

G 

□ 

fy 

=rct 

Q20 

ru 
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Q 

O wherein: 



Q X' is selected from O, S and NMe ; 

* M 5 X' 1 is selected from O and S; 

X ,! » is selected from 0, S, NH and NMe; 
Y' is selected from hydrogen, amino and methyl; 
R Q is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl, methoxy, methylthio, methylsulphinyl and 
10 me t hy 1 sulphonyl ; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl , methoxy, methylthio, methylsulphinyl, 
methyl sulphonyl, carboxy, methoxycarbonyl and a group of the 
formula -C (X 3 ) n (R 11 ) R 12 (wherein X 3 is 0 or S and R 11 and R 12 
15 are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrolidin-l-yl , piperidin-l-yl or morpholino group) ; 
Rp is selected from hydrogen and fluoro; or 
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R Q and R m or R m and Rp form an -OCH 2 0- group; or 
R Q and R m together with the ring to which they are attached 
form a 5 or 6 membered aryl or heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 heteroatoms selected from 
nitrogen, oxygen and sulfur) ; 

one of R 0 i and R o2 is hydrogen and the other is R Q ; 

22. ^ A compound according to any one o f claim£ 1 to 14 - wherein 
Cy is selected from phenyl, 2 -chlorophenyl , 2 -methoxyphenyl , 
4-carbamoylphenyl , pyrid-2-yl, pyrid-4-yl, thien-2-yl, thien- 
3-yl, furan-2-yl, furan-3-yl, imidazol-2~yl , thiazol-2 -yl , 
thiazol-4-yl, thiazol-5-yl and quinolin-4 -yl . 

23. A compound of the formula: 

r 



C 

NHCOR 2 

or a physiologically- tolerable salt thereof, wherein Cy, R 2 
and R c are as defined in any one of claims 1 fco 33 . 

24. A compound of the formula: 

NHC0R 2 




or a physiologically- tolerable salt thereof, wherein Cy and R 2 
are as defined in any one ofl claim/ 1 I — 

25. ^ A compound as claimed in any one of Clairn^ 1 to 24 , in 
which the alpha atom in Y is carbon and has the conformation 
that would result from construction from a D-a-aminoacid 
NH 2'" CR lb (Cy) -COOH .'where the NH 2 represents part of X-X. 
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26. A compound as claimed in Claim 1, which is selected from: 
1- (Indole-6-carbonyl-D-phenylglycinyl ) -4- [2- (4 -pyridinyl ) - 
ethyl] piperazine ; 

1- (3-Chloroindole-6-carbonyl-D-phenylglycinyl) - 
4- [2- (4 -pyridinyl) ethyl] piperazine ; 

1- (4-Methoxybenzoyl-D-phenylglycinyl) -4- (l-methylpiperidin-4- 
yl ) piperazine ; 

1- (Indole-6-carbonyl-D-phenylglycinyl ) -4- ( l-methylpiperidin-4- 
yl ) piperazine / 

1- (4-Methoxybenzoyl-D- (2-chlorophenyl) glycinyl) -4- ( 1 -methyl - 
piperidin-4 -yl ) piperazine ; 

1- (Indole- 6 -carbonyl-D- (2-chlorophenyl) glycinyl) -4- (1-methyl- 
piperidin-4-yl) piperazine; and 

1- (4-Methoxybenzoyl-D- (2-trif luoromethylphenyl) glycinyl) -4- (1- 

methylpiperidin-4-yl) piperazine ; 

and physiologically-tolerable salts thereof. 

27. A pharmaceutical composition, which comprises a compound 
as claimed in fcany one o - 5 Claims 1 Ito 2a together with at least 
one pharmaceutically acceptable carrier or excipient. 

28 .^ A compound as— cjrarrmed in any one of Claims 1 to 2 6-7 — fo-r 
use in therapy - : 

2 9 . j> U s e of a compound as claimed in any one of Claims 1 to 2 0 
for the manufacture of a medicament for the treatment of a - 
thrombotic dioordcr . 

30. A method of treatment of a human or non-human animal body 
to combat a thrombotic disorder, which comprises administering 
to said body an effective amount of a compound as claimed in 
claim 1. 
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3 1 . A pharmaceutical composition comprioing a compound as- 
claimed in any one of claims 1 to 26 for uoo to oombat a 
thrombotic dioordcr. 

32 . ^ A compound of formula I ao claimed in claim 1 and named 
in any of the Exampl es— he r e in, — or a physiologically - tolerabl e 
s al t thereof I 

33. A compound of the formula 




NH 2 



or a salt thereof. 



